With regard to the fragility of red cells, he (Dr. Tidy) agreed with Dr. Poynton and Dr. Thursfield that an increase, so far as was known at present, was confined to acholuric jaundice, and did not occur in pernicious anaemia. In ordinary forms of jaundice the resistance was greater than normal. In Dr. Parkes Weber's case they would note that the fragility was increased, and also that the spleen was distinctly enlarged, reaching to the umbilicus-a very unusual size in pernicious anaemia. For these reasons the case should be considered to be one of acholuric jaundice and not of permclous ansemia.
Dr. PARKES WEBER (in reply) maintained that his case corresponded in all essential points to one of htemolytic (acholuric) jaundice. The great difficulty in such a case was to be sure that it was not really one of previously latent congenital hesmolytic jaundice. He had no doubt that formerly cases of hemolytic (acholuric) jaundice, during exacerbations with the blood-picture of what he would call " megaloblastic regenerative reaction," had been occasionally diagnosed as cases of pernicious anemia, especially when little or no obviQus icteric coloration of the face and sclerotics was present. In regard to Dr. Tidy's cases be suggested that the boy was an example of "infective rheumatoid arthritis of Still's type," occurring in a subject of latent congenital heemolytic icterus and giving rise to an anemic exacerbation of the latter disease. Probably another case referred to by Dr. Tidy was a true one of partial aptastic anemia, in which only part of the bone marrow underwent aplastic (degeneration, the other portion of the bone marrow undergoing a regenerative reaction of the "pernicious anemia type." The good effects of splenectomy, when successfully performed, in cases of hemolytic (acholuric) jaundice could only be explained by the removal of the hbmolytic function of the spleen, together with the removal of some influence of the spleen on the bone marrow which had caused the latter to produce a greater or lesser percentage of erythrocytes abnormally fragile towards hypotonic saline solutions.
A Rare Case of Congenital Non-familial Jaundice, without Enlargement of Liver or Spleen, in an otherwise Healthy Man, aged 56.
By F. PARKES WEBER, M.D.
I FIRST brought forward this case at the Clinical Section of the Royal Society of Medicine on February 9, 1917.1 G. T. D., an Englishman, was at that time aged 50. He was an active, well-built man, of average general nutrition, and (according to his mother) he had been yellow on birth, and had remained more or less yellow ever since then. The yellowness affected the sclerotics as well as the skin. On the whole he seemed to have enjoyed unusually good health, and had not been subject to headaches, "bilious attacks," or cutaneous pruritus. He was sure that his fteces and urine had been of ordinary colour, like those of normal persons. He had had no xanthoma, not even xanthelasma palpebrarum. His friends told him that his yellow coloration was more marked at some times than at others. There was nothing special in his family history; none of his four children and none of his other relatives were known ever to have had a similar yellow appearance. I could find nothing abnormal by ordinary examination of the thoracic and abdominal viscera. There was no enlargement of the spleen or liver or superficial lymphatic glands. His urine was clear, of pale yellow colour and acid reaction; the ordinary chemical reactions were negative for albumin, sugar and bilirubin, and for excess of urobilin, urobilinogen and indican. In regard to the examinations of the blood and blood-serum I was much indebted to Dr. H. Schmidt. The hwmoglobin was 105 per cent.; erythrocytes, 6,400,000 to the cubic millimetre of blood; white cells, 5,710 (of which about 80 per cent. were polymorphonuclear neutrophils). Microscopic examination of stained blood-films showed nothing special, no nucleated red cells, rio poikilocytosis, no polychromatophilia and no marked anisocytosis. The blood-serum was more deeply coloured than that of most persons. The resistance of the erythrocytes to htimolysis was tested by adding drops of the patient's defibrinated blood to graduated hypotonic solutions of sodium chloride. It was found to be within normal limits, hemolysis commencing with a solution of 0'48 per cent. and being complete with a solution of 0.34 per cent. The blood serum gave (January, 1917) a negative Wassermann reaction for syphilis.
Since then the man, who is now aged 56, has kept in excellent health, and I have more than once satisfied myself that no enlargement of the spleen or liver can be detected. He has slight deafness, doubtless due to otosclerosis, and has slight nystagmus. He has again assured me that he has never tended to suffer from constipation or from any kind of " biliousness," and that the yellowness has not been observed in any other member of his family. The sclerotics of his eyes are of a bright canary-yellow colour and I think that the average degree of icteric coloration has become deeper than it was in 1917. But his urine is clear, of pale yellow colour, acid, and free from albumin, sugar and bilirubin, and from any excess of urobilin or urobilinogen; specific gravity (February 5, 1923), 1025. On May 22 the urine was carefully examined by Dr. J. W. McNee, of University College Hospital, and was proved to be free from bile acids.
At one time I thought that the yellow colour of the patient must be due to some pigment other than bilirubin,1 but Dr. J. W. McNee has kindly examined the blood by the Hijmans van den Bergh method. He finds (April 30, 1923) that the patient's blood serum is of a light yellow-ochre colour and opalescent (physiological lipaemia, owing to a recent meal), and that the direct van den Bergh test is completely negative, even after an hour. The indirect test, however, shows the presence of bilirubin, estimated by the colorimetric method as eight van den Bergh units, that is to say, a bilirubin content of 1 in 25,000, or about twenty times the normal average. The indirect reaction in my case, it should be mentioned, takes place (April 30) remarkably slowly. In cases of ordinary obstructive jaundice a bilirubincontent of 1 in 50,000 in the blood-serum is sufficient to cause the presence of bilirubin in the urine. Dr. McNee also tested the resistance of the erythrocytes to hamolysis in this case by adding the washed erythrocytes to graduated hypotonic sodium chloride solutions. He found that haimolysis commenced with a solution of 0'48 per cent. (in a normal man taken as control it commenced with a solution of 050 per cent.), so that there was evidently no diminished resistance to haemolysis as tested by this method.
It seems clear that the bilirubin in the blood-serum of ordinary cases of jaundice (in which it passes into the urine when it reaches 1 in 50,000 parts in the blood-serum) is chemically not exactly the same as the bilirubin in the blood-serum of this case and in the blood-serum of cases of congenital or acquired hamolytic jaundice. In this connexion Dr. McNee has kindly allowed me to refer to a very interesting case, that of a healthy young man with traumatic haemorrhagic effusion into the knee-joint. On the eighth day after the injury Dr. McNee was able to examine some of the sanguineous effusion obtained by aspiration from the knee-joint. He found that it gave no direct but an indirect Hijman's van den Bergh reaction for bilirubin, equivalent to twelve van den Bergh units (that is, 1 in 16,666 parts of the fluid), and the reaction took place remarkably slowly, as in the blood-serum of my case (G. T. D.).
In conclusion I wish to thank Dr. 0. May, to whom I was originally indebted for the case.
Addendum.-On a later occasion, when the sclerotics happened to be more deeply jaundiced (June 1, 1923), Dr. McNee very kindly again examined the blood-serum. He found then that it was clear (no meal had recently been taken) and gave a negative direct, but a positive indirect Hijmans van den Bergh reaction for bilirubin. The indirect reaction, which this time took place fairly promptly, was equivalent to eleven van His main complaint was that of "numbness of the left arm and leg, and also of the lips." Family history: Unimportant. Personal history: Pyorrhcea three years ago. "Gastritis " two years ago. At the beginning of November, 1922, patient suddenly experienced a sensation of numbness in the lips which extended down the left arm and leg and the hand and foot of the same side began to tingle. Attacks of this numbness were intermittent and came on every three or four hours. On attempting to walk patient found that he staggered slightly and felt as though he was " walking on rubber." After a time he was compelled to give up work, as his gait was so much affected. Since the onset of these symptoms he has frequently suffered from headaches localized over the frontal region and at the same time his eyes have ached. At times his sight was impaired and objects about him appeared misty and blurred.
On admission: Patient represents all the features characteristic of erythreemia, e.g., excessively red facies, with a slight tinge of cyanosis of lips and finger-tips; extremely injected appearance of fauces and mucous membranes, suggesting acute inflammation; enlargement of the spleen; albuminuria ('06 per cent.); engorgement of the retinal veins, which are of a " blackberry " hue; and, in addition to these, the neurological symptoms referred to hereunder.
